assess differences in scores distribution between gender, we found that female subjects 7 had significantly higher score values than males for all the psychophysical strain 8 dimensions ( Table 4 ). Regarding the possible confounding effect of BMI on 9 psychophysical strain scores, after controlling for gender in a partial correlation analysis, 10 we found that it negatively correlates with anxiety, gastrointestinal disturbance and the 11 overall strain score in both total (N=115) and drug-free (N=89) sample populations (see 12 supplementary Table 1 , S1). However, since age did not correlate with any of the 13 psychophysical strain score, even after controlling for gender or BMI (not shown), it was 
Biochemical variables 18
The pre-analytical stages, consisting in serum samples collection and storage, were 19 performed as described previously (Polacchini et al., 2015) . For the analytical stage, taking 20 advantage of the multiplex technology, we screened 48 analytes among cytokines, 21 chemokines and growth factors; BDNF was assessed using the Biosensis kit, which 22 exploits a classical sandwich ELISA technology (see Table 1 , Materials and Methods). The are the most common in Western-country population, specifically: anti-hypertensive/heart 9 protectors (42%), anti-lipemic (32%), thyroid stimulators (levotiroxin, 21%), non-steroid 10 anti-inflammatory drugs (16%), anti-migraine (11%) -the sum is not 100% because some 11 subjects are taking more than one drug. We tested their effects on cytokines levels 12 comparing the median values between the two populations of drug takers and non-takers.
13
As a result, 21 analytes showed significantly different levels between cases who used 14 drugs and who did not (Mann-Whitney U-test; see supplementary Polacchini et al. 15 15 and the interaction effect between gender and BMI as independent variables. In this 1 analysis, we further eliminated the variables whose OOR were substituted with fixed 2 values and therefore could introduce a bias in the distribution: interleukins 1β, 5, 16, 2 3 receptor-α (IL-1β, IL-5, IL-16, IL-2Rα, respectively), colony stimulating factor 2 (CSF2/GM-4 CSF), stem cell factor (SCF), chemokines C-X-C motif ligand 1 and 12 (CXCL1/GRO-α 5 and CXCL12/SDF-1α), and tumor necrosis factor super-family member 10 6 (TNFSF10/TRAIL). In addition, these variables did not correlate with any of the 7 pshychophysical strain subscales in the univariate analysis. The graphs in Figure 2 show IL-17 and the neurotrophin BDNF are the best contributors, since their score is above one.
Interestingly, other analytes that were not identified in the partial correlation analysis, 
Discussion

23
In this study, we investigated the relationship between the scores obtained from self- vulnerabilities.
18
Our results highlighted a significant gender difference in the perceived job-stress. This is 19 not surprisingly, since males and females are known to differently respond to stress, both 20 acute and chronic ( McEwen, 2012; McEwen et al., 2015) . In particular, we found that ). Our results represent a first indication that a similar mechanism may operate also in 12 chronic job-related stress. 13 We ought to underline some intrinsic limitations of this study such as: 1) the study design The seven serum factors CCL27/CTACK, CCL11/Eotaxin, CCL2/MCP-1, 7 CCL5/RANTES, IL-17, IL-6 and BDNF that we found associated in a specific combination 8 to the different psychophysical outcomes in work-related chronic stress, are new potential 9 objective indicators to be coupled with the subjective assessments of psychophysical 10 strain. As evidenced in this discussion, these seven factors are not part of a single stress-11 related mechanism, but are rather associated to different psychological and physical 12 outcomes of stress, and therefore are likely to reflect different pathological mechanisms.
13
Our results suggest reduced immune defence as a potential hallmark of mild job-related 14 stress. Moreover, given that the pathological response to chronic stressful conditions is Table 3 . Scores distribution of psychophysical strain in the whole sample population 
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Chronic psychosocial stress at workplace is involved in the development of different psychophysical conditions such as anxiety, gastrointestinal problems, ergonomic dysfunction, cardiac disturbances.
Objective biological measures of chronic stress are still lacking, especially in the early phases when stress scores are not yet at their maximum.
Overall Strain was associated with low serum levels of the chemokines CCL11/Eotaxin, CCL27/CTACK, CCL2/MCP-1, CCL5/RANTES Anxiety was associated with low serum levels of CCL11/Eotaxin, CCL27/CTACK, CCL2/MCP-1, CCL5/RANTES and IL-6
Gastrointestinal complains associated with High levels of the interleukin IL-17, together with low CCL11/Eotaxin, CCL27/CTACK, CCL2/MCP-1 .
Ergonomic dysfunction was associated with low CCL11/Eotaxin and CCL5/RANTES and increased BDNF.
Cardiac disturbances associated with reduced CCL27/CTACK-These 7 serum markers may help in prevention of developing more severe diseases in these particular psychophysical domains.
